were achievable in this field), I feel no reason not to say that normally a five-fold difference in an estimation, in this case a K,,, is considered extremely significant, whether it be a metabolic flux, the concentration of a metabolite in my bloodstream, or my bank balance. Therefore, I think that here Dr Ov~di is too dismissive of the problem. If the effect of channelling becomes immeasurable then it becomes irrelevant, and the whole point of this very nice target review is surely to stress the importance of metabolite channelling. Either the models or the experiments must be improved, and I wonder whether consideration of the putative advantages of channelling might provide more sensitive ways of pointing up its existence, perhaps by looking in more detail at the overall transient time, given the existence of clear-cut relationships between this, the steady-state flux and the total concentration of participating intermediates (Easterby, 1990) . Similarly, in systems in which the concentration of an enzyme may be varied independently, the existence of channelling is manifest as a difference in its apparent flux-control coefficient, depending upon whether the concentration of the enzyme is modulated up or down (Kell & Westerhoff, 1900) .
By way of a contrast, one can see under-generalizations in some of Dr Ov~idi's remarks. For instance, it is not obvious what special features are possessed by transport systems (section .6.3) that make them different from other enzymes as candidates for metabolite channelling. Indeed, Solomon's work (Fossel & Solomon, 1976; Solomon, 1978) provides what seem unimpeachable evidence in favour of channelling in the supply of ATP to the erythrocyte Na+,K+-ATPase.
Finally, I would make two more general comments: first, I think that Dr Ov;idi is extremely brave to have provided a manuscript to be used as a "straw man" in this way, given that most points made by the commentators will inevitably be critical rather than laudatory, and secondly that the thought that one's review of or commentary on a paper is to be published does sharpen one's critical faculties to an almost excessive degree. 
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